For reasons discussed previously, I consider study 448 to be
failed.

Results from all three studies are summarized below in Table
7.4. The timepoint considered as primary is the week 12
visit since, in studies 449 and 487, at least 70% of the
paroxetine CR and placebo patients completed this visit. 1In
study 448, less than 70% completed the week 12 visit, with
over 70% completing the week 8 visit; however, as discussed
in the above review of that study, consideration of week 8
results does not change the overall efficacy conclusions

from that trial. L

3 Table 7.4: Summary of Efficacy Results
(statistical significance of drug/placebo differences in
' adjusted mean change from baseline to week 12)

Study | Study HAM-D total HAM-D item 1 CGI-severity
Drug LOCF ocC LOCF oc LOCF ocC

448* | Par CR ns ns * * tr *
Par IR ns ns ns * ns ns

449 Par CR ok *x *x * * ns
Par IR tr ns * ns ns ns

487 Par CR %* % L 3 4 * W * % * * %
Par IR * %* % ) * % v % * *

Codes: ns= not significant (p>0.10)

tr= trend (0.05<p<0.10)
<- * = significant (0.01<p<0.05)
**= highly significant (p<0.01)

In summary, these data are felt to be adequate to support
the effectiveness claim for paroxetine CR in the treatment
of depression in the dosage ranges of 25 to 62.5 mg/day for
non-elderly adults and 12.5 to 50 mg/day for elderly
patients.

APPEARS THIS WAY
ON ORIGINAL

-

! Results are based on the exclusion of center group 2/4.
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8.0 Integrated Review of Safety
8.1 Methods and Findings for Safety Review

Paroxetine CR is a formulation of paroxetine with controlled
release and delayed absorption characteristics compared to
the approved immediate release product (Paxil). 1In view of
the fact that extensive pre- and post-marketing safety
experience has accumulated for paroxetine as the IR product,
this safety review is more limited in scope than would be
the case for an- unapproved, new chemical entity.

This review will not eéplore safety findings from these
studies associated with paroxetine IR given its extensive
safety database to date and the strong likelihood that
findings from this small database would not contribute
substantially to already accumulated information.

Accordingly, this review will focus on the more significant
adverse events (i.e., events associated with death, non-
fatal events classified as serious, and events associated
with premature termination) as well as any changes in
laboratory, vital sign, and ECG parameters of potential
clinical concern. Also, the common adverse event profile
will be examined to discern any important differences
between paroxetine CR and the marketed product, Paxil.

The ten Phase 1 and three Phase 3 depression studies
comprise the safety database for this NDA.

8.1.1 Deaths

~

The sponsor reported all deaths occurring during study or
within 30 days of last study medication dose. '

No deaths occurred in the ten Phase 1 studies.
There were two deaths in Phase 3 trials:

Patient 448.021.00280 was a 19 year old male with recurrent
major depression who received paroxetine IR in this study.
Thirty-three days after randomization, his body was found.
An autopsy revealed the cause of death to be severe
myocarditis, with the time of death judged to be six days
prior to discovery of his body. Pathology examination
revealed chronic interstitial inflammation, predominantly in
the right ventricle, and focal myocyte necrosis. No cardiac
symptoms or abnormal laboratory, vital sign, or ECG findings
were reported.
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Patient 487.002.01373 was a 69 year old male randomized to

paroxetine CR. He had completed 83 days of blinded

treatment and finished a taper of study medication on day
91. Two days after completing the study, he died. No
autopsy was performed. He had a long-standing history of
hypertension and obesity and, according to the medical
examiner, it appeared that the cause of death was cardiac

failure.

Given the possibility of alternative etiologies in both
cases and the lack of any known cardiac risk with paroxetine
to date, neither case can be reasonably attributed to
paroxetine, in my opinion. Nonetheless, the Division of
Pharmacovigilance and Epidemiology was consulted on 6/1/98
to assess the risk of myocarditis with paroxetine based on
available postmarketing data.

8.1.2 Other Serious Adverse Events R

A serious non-fatal adverse event was defined as any event
which was life-threatening, permanently or temporarily
disabling or incapacitating, resulted in hospitalization,
prolonged a hospital stay, or was associated with a
congenital abnormality, cancer, or overdose. Additionally,
this definition was expanded to include any experience which
the investigator regarded as serious or which would suggest
a significant hazard, contraindication, side effect, or
precaution that may be associated with the study drug.

The sponsor reported all non-fatal serious adverse events
occurring during study or within 30 days of-last study -
medication dose for the ten Phase 1 and three Phase 3
studies.

In the ten Phase 1 studies, 5 volunteers experienced non-
fatal serious adverse events (3 on paroxetine CR, 1 on a
prototype formulation, and 1 on placebo).

In the pool of the three Phase 3 depression studies, a total
of 40 patients had such events (11 on paroxetine CR, 18 on
paroxetine IR, and 11 on placebo).

Data for these occurrences are summarized in a patient line
listing, which can be found in Appendix 8.1, Table 8.1.2.2.

Narrative summaries for all patients treated with paroxetine

CR who had a non-fatal serious event were examined to verify
the characterization of adverse events in the above table.
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Table 7.2.1.6 Study 448: HAM-D Depressed Mood Item (LOCF)

Baseline and Change from Baseline in HAMD Mood Item Score
Adjusting for the Effect of Centre Group, Age, Sex, Baseline HAMD Mood Item Score and Duration of Current Episode of Depression
Statistical Analysis Presented at LOCP Endpoints
Intention to Treat Population

1]

Treatment Groups | Pairwise Comparisons

Paroxetine CR Paroxetine IR Placebo Paroxetine CR vs Placebo Paroxetine IR va Placebo

Mesn (s.e.) N Mean (s.e.) N Mean (9.e.) N Mean (95% C.I.) p-value Mean (95% C.1.) p-value
Bageline 2.8 (0.06) 102 2.9 (0.06) 104 2.9 (0.06) 101
Week 2 LOCP -0.8 (0.14) 102 -0.6 (0.13) 104 -0.6 (0.13) 102 -0.2 { -0.45, 0.01) 0.062 ~ -0.1 { -0.31, 0.15) 0.488
Week 4 1LOCF -1.4 (0.16) 102 -1.1 {0.16) 104 -1.0 (0.16) 101 -0.3 { -0.62, -0.07) 0.014 -0.1 ( -0.3S, 0.20) 0.608
Week 6 LOCF -1.6 (0.17) 102 -1.4 (0.17) 104 -1.0 (0.16) 101 -0.6 { -0.88, -0.32) <0.001 -0.4 ( -0.69, -0.13) 0.005
Week 8 LOCF -1.7 (0.19) 102 -1,5 (0.18) 104 -1.2 (0.18) 101 -0.5 ( -0.82, -0.20) 0.001 -0.3 { -0.60, 0.03) 0.071
Neek 12 LOCF -1.8 (0.19) 102 -1.5 (0.19) 104 -1.2 (0.19) 101 -0.6 { ~0.91, -0.26) <0.001 -0.3 { -0.€S, -0.00) 0.049

Table 7.2.1.7 Study 448: HAM-D Depressed Mood Item (OC)

Baseline and Change from Baseline in HAMD Depressed Mood Item Score
Adjusting for the Effect of Centre Group, Age, Sex, Baseline MAMD Depressed Mood Item and Duration of Current Episode of Depression
Statistical Analysis Presented at All Time Points
Intention to Treat Population

Treatment Groups Pairwise Comparisons

. Paroxetine CR Paroxetine IR Placebo Paroxetine CR vs Placebo Paroxetine IR vs Placebo
Mean (s.6.) N Mean (s.e.) N Mean (s.e.) N Mean (958 C.I.) p-value Mean (95% C.I.) p-value
Baseline 2.8 (0.06) 102 2.9 (0.06) 104 2.9 (0.06) 101 '
Week 1 ~0.1 (0.10) 100 -0.1 (0.10) 103 -0.0 (0.10) 100 -0.1 ( -0.29, 0.06) 0.188 -0.1 ( -0.2%, 0.10) 0.411
Week 2 -0.8 (0.14) 68 -0.6 1(0.14) 84 -0.6 (0.14) 96 -0.3 ( ~0.52, -0.03) 0.026 -0.0 ( -0.29, 0.21) 0.740
Week 3 -1.2 (0.15) 87 -1.0-(0.15) 87 -0.8 (0.15) 91 -0.5 ( -0.74, -0.21) <0.001 -0.2 ( -0.48, 0.06) 0.130
Week 4 -1.5 (0.16) 86 -1.2 (0.16) 83 -1.1 (0.16) 93 -0.4 ( -0.68, -0.12) 0.005 -0.1 ( -0.41, 0.16) 0.405
Week 6 -1.9 (0.17) 78 ~1.7 (0:.16) 78 -1.1 (0.16) 87 -0.7 ( -1.01, -0.43) <0.001 -0.6 ( -0.86, ~-0.27) <0.001
Weak 8 -1.9 (0.17) 80 -1.8 (0.17) 70 -1.3 (0.17) 79 ~0.6 ( -0.90, -0.28) <0.001 -0.5 ( -0.8S, -0.20) 0.002
Week 12 -2.0 {0.19) 66 -1.9 (0.19) 5S7 -1.3 (0.18) 67 -0.7 ( -1.04, -0.35) <0.001 -0.6 { -0.94, -0.20) 0.002




%

Cemcsscccanrcnamactonanene

Baseline

Week 2 LOCP
¥eek 4 LOCP
Week 6 LOCPF
WNeek 8 LOCF

¥Week 12 LOCP

Table 7.2.1.8

Paroxetine CR

Median (Min,Max) N

4 96

0 923

-1 93
-1 93
-1.5 94
=2 96

Table 7.2.1.9

Study 448: CGI-severity (LOCF)

Baseline and Change from Baseline in CGI Severity of Illness Score
Statistical Analysis Presented at LOCF Endpoints
Intention to Treat Population

Treatment Groups

Paroxetine IR

Median (Mir;Max) N

100

© 100
100
T 100
100
100

Placebo

99

97
97
97
97
99

Pairwise Comparisons
Paroxetine CR

vs Placebo vs Placebo

0( 0.0, 0.0) 0.570 0( 0.0,
0{ 0.0, 0.0) 0.448 0( 0.0,
0{-1.0, 0.0) 0.046 0{ 0.0,
0 (-1.0, 0.0) 0.035 0{ -1.0,
-1 ( -1.0, 0.0) 0.008 0¢-1.0,

Study 448: CGI-severity (OC)

Bageline and Change from Bageline in CGI Severity of Illness Score
Statistical Analysis Presented at All Time Points
Intention to Treat Population

Paroxetine CR
Median (Min,Max) N

Treatment CGroups
Paroxetine IR

Median (Min,Max) N Hedlan (Min,Max) N

.

Placebo

Pairwise Comparisons
Paroxetine IR
vs Placebo

Paroxetine CR
vs Placebo

Median (95% C.I.) p-value Median (9%% C

Baseline
Kook 1
Heek 2
Neek 3
Week 4
Waek 6
Weok 8
WNeek 12

4 96
0 91
0 80
-1 78
-1 17
-1 n
-2 73
-2 64

100
99
81
85
a1
77
70
57

99
96
92
a7
89
84
75
(.

0( 0.0, 0.0) 0.791 0o( o.0,
0( 0.0, 0.0) 0.314 0( 0.0,
0( 0.0, 0.0) 0.279 0( 0.0,
0 (-1.0, 0.0) 0.148 0( o.0,
-1 {-1.0, 0.0} 0.006 0(-1.0,
-1 (-1.0, 0.0) 0.008 0 {-1.0,
-1 ( -1.0, 0.0) 0.002 0{-1.0,

Paroxetine IR

0.0) 0.979
0.0) 0.900
0.0) 0.307
0.0) 0.37N
0.0) 0.279

.1.) p-\mluol




Table 7.2.1.10

Paroxetine CR

Paroxetine CR

Study 448: HAM-D Total Score (LOCF) (Excl. Center 2/4)

Baseline and Change from Baseline in HAMD Total Score

Excluding Centre Group 002/004

Adjusting for the Bffect of Centre Group, Age, Sex, Baseline HAMD Total Score and Duration of Current Episode of Depression
Statistical Analysis Presented at LOCF Endpoints

Intention to Treat Population

Treatment Groups

Paroxetine IR

(s.e.)

Placebo

Pairwise Comparisons
Paroxetine CR vs Placebo Paroxetine IR vs Placebo

B T D WS G € > > T T O Dy e YA R W e TR D b G Y W . e D e L e L L Ll L T T gy

(0.5%1)
(0.69)
0.71)
(0.75)
(0.81)

Table 7.2.1.11

(0.82)

Study 448: HAM-D Total
Baseline and Change from Baseline

Mean (95% C.1.) p-value Mean (95% C.1.) p-value
!

-0.3 ( -1.66, 1.12) 0.700 0.3 { -1.09, 1.70) 0.667

-0.4 ( -2.31, 1.47) 0.660 1.3 ( -0.58, 3.21) 0.173

-1.6 ( -3.53, 0,32) 0.103 -0.4 ( -2.36, 1.51) 0.665

-1.4 ( -3.50, 0.62) 0.170 0.3 ¢ -1.82, 2.32) o0.810

-1.3 ( -3.50, 0.93) 0.254 0.1 ( -2.14, 2.30) 0.9%41

Score (OC) (Excl. Center 2/4) I
in HAMD Total Score

Excluding Centre Group 002/004

Adjusting for the Effect of Centre Group, Age, Sex, Baseline HAMD Total Score and Duration of Current Episodes of Depression
Statistical Analysis Presented at all Time Points

Intention to Treat Population

Treatment Groups

Paroxetine IR

Mean (s.e.)

N

Pairwise Comparisons .
Paroxetine CR ves Placebo Paroxetine IR vs Placebo

O T T R e e e o e e - e e o = o e e 8 = > = e 0 0 = o 2 2 2 0 om0 0 G 0 0 0 0 0 0 @ 0 e 0 0 e om0 e

Bageline
Week 1
Week 2
Week )
Yeek 4
Week 6
Heek 8
Week 12

(0.711)
(0.86)

23.3 (0.26)
-3.6 (0.42)
6.5 (0.56)
-7.4 (0.66)
-9.3 (0.,76)
-11.6 (0.76)
-13.7 (0.78)
-14.2 (0.96)

Placebo
Mean (s.e.)
23.2 (0.29)
-3.2 (0.41)
-6.3 (0.52)
-7.9 (0.63)
-9.R {0.69)
-9.6 (0.70)
-11.6 (0.70)
-12.4 (0.84)

Mean (958 C.1.) p-value Mean {95¢% c.1.) p-value
-0.6 { -1.77, 0.48) 0.2%8 -0.4 ( -1.51, 0.73) 0.496
-1.0 ( -2.43, 0.47) 0.184 ~0.1 { -1.62, 1.35) 0.855
-1.7 ( -3.45, 0.03) 0.055 0.5 ( -1.31, 2.22) 0.613
-1.2 ( -3.20, 0.70) 0.208 0.5 { -1.51, 2.48) 0.635
-2.4 ( -4.41, -0.47) 0.015 -2.0 ( -4.01, -0.04) 0.045
-2.2 ( -4.13, -0.26) 0.026 -2.1 { -4.14, -0.06) 0.044
1.9 ( -4.27, 0.45) 0.111 -1.8 ( -4.23, 0.73) 0.164
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Table 7.2.1.12 Study 448: HAM-D Depressed Mood Item (LOCF) (Excl. Center 2/4)

Baseline and Change from Baseline in HAMD Mood Item Score
Excluding Centre Group 002/004
Adjusting for the Effect of Centre Group. Age, Sex, Baseline HAMD Mood Item Score and Duration of Current Episode of Depression
Statistical Analysis Presented at LOCF Endpoints
Intention to Treat Population

Treatment Groups Pairwise Comparisons

Paroxetine CR Paroxetine IR . Placebo Paroxetine CR vs Placebo Paroxetine IR vs Placebo i

Mean (s.e.) N Mean (s.e.) N Mean (s.e.) N Mean (95% C.1.) p-value . Mean (95% C.1.) p-value

.------_-------.---_----_-_-------_-__-___----____-___-_____-__---_-__-_-_----_--_----___-----___----_--_---_-_------_-_-_-__-__.

Baseline 2.8 (0.06) 94 2.9 (0.07) 96 2.9 (0.06) 93

¥Week 2 LOCF -0.7 (0.14) 94 -0.6 (0.18) 96 -0.6 (0.14) 93 -0.2 ( -0.40, 0.09) 0.213 -0.0 ( -0.29, 0.20) 0.697
Week 4 LoCP -1.3 (0.17) 9¢ -1.0 {0.16) 96 -1.0 (0.16) 93 -0.3 ( -0.58, -0.01) 0.046 . -0.0 ( -0.31, 0.27) 0.899
Neek 6 rLOCP -1.5 (0.17) 94 -1.3 (0.17) 96 -1.0 (0.17) 93 -0.5 ( -0.84, -0.25) <0.001 -0.4 ( -0.67, -0.07) 0.015
Week 8 LOCP 1.6 (0.19) 94 -1.4 (0.19) 96 -1.2 (0.18) 93 -0.6 { -0.77, -0.12) 0.008 -0.2 { -0.53, 0.13) 0.240
Week 12 LOCF -1.7 (0.20) 94 -1.4 (0.19) 96 ~1.2 (0.19) 93 -0.4 ( 0.2 ( -0.%2, 0.16) 0.296

-0.77, -0.09) 0.013 -

Table 7.2.1.13 Study 448: HAM-D Dépfessed Mood Item (OC) (Excl. Center 2/4)

Baseline and Change from Baseline in HAMD Depressed Mood Item Score
Excluding Centre Group 002/004
Adjusting for the Effect of Centre Group, Age, Sex, Baseline HAMD Depressed Mood Item and Duration of Current Episods of Depression
Statigtical Analysis Presented at All Time Points
Intention to, Treat Population-

Treatment Groups Pairwise Comperisons
Paroxetine CR Paroxetine IR Placebo Paroxetine CR vs Placebo Paroxetine IR vs Placebo

Mean (s.e.) N Mean (m.e.}) N Mean (s.e.) N Mean (958 C.1.) p-value Mean (95% C.1.}) p-value

---------------------.----------—-------------------------------------—---------------------------—-----—-—-----------------------.-

Baseline 2.8 (0.06) 94 2.9 (0.07) 96 2.9 (0.06) 93

Woek 1 -0.1 (0.11) 92 0.1 {0.11) 95 -0.0 (0.11) 92 -0.1 ( -0.27, 0.10) 0.382 -0.1 { -0.27, 0.11) 0.408
Week 2 -0.8 (0.15) 80 -0.6 (0.15) 77 -0.6 (0.14) B89 -0.2 ( -0.49, 0.03) 0.090 -0.0 ( -0.28, 0.26) 0.943
Week 3 -1.2 (0.16) 79 ~0.9 (0.16) 79 -0.8 (0.15) 84 -0.4 ( -0.69, -0.12) 0.005 -0.1 { ~0.42, 0.16) 0.369
Week 4 -1.5 (0.17) 78 -1.2 (0.17) 75 -1.1 (0.16) 86 -0.4 ( -0.67, -0.08) 0.014 -0.1 ( -0.39, 0.22) 0.596
Week 6 -1.86 (0.17) M -1.6 (0.17) 70 -1.1 (0.17) 79 -0.7 ( -0.98, -0.36) <0.001 -0.5 {( ~-0.84, -0.21) 0.001
Week 8 -1.8 (0.18) 72 -1.8 (0.18) 62 -1.3 {0.17) 74 -0.5 ( -0.86, -0.19) 0.002 -0.4 ( ~0.79, -0.10) 0.012
Meek 12 -1.9 (0.20) S8 ~-1.8 (0:19) S0 -1.4 (0.19) 61 -0.5 ( -0.83, -0.10) 0.012 -0.4 { -0.79, -0.01) 0.043




Table 7.2.1.14 Study 448: CGI-severity (LOCF) (Excl. Center 2/4)

Baseline and Change from Baseline in CGI Severity of Illness Score
Excluding Centre Group 0027004
Statistical Analysis Presented at LOCP Endpoints
Intention to Treat Population

Pairwise Comparisons
Treatment Groups Paroxetine CR Paroxetine IR
Paroxetine CR Paroxetine IR Placebo vs Placebo ve Placebo

Median (Min,Max) N Median (Min.Max) N Median (Min.Max) N Median {95% C.1.) p-value Median (95% C.1.) p-value

-------------------_-------------------_------..-—----_----------_-..-------------——----------------—------------------------------

Baseline 4 88 4 92 4 91
¥eek 2 LOCF 0 - BS 0 92 0 89 6 ( 0.0, 0.0) 0.980 0( 0.0, 0.0} 0.586
¥eek & LOCP -1 8s -1 92 -1 89 0{( 0.0, 0.0) 0.792 0 ( 0.0, 0.0) 0.618
¥eek 6 LOCP -1 8s -1 ‘ 92 -1 89 0(-1,0, 0.0) 0.167 ¢ ( 0.0, 0.0) 0.522
Week 8 LOCF -1 86 -1 92 -1 89 0 (-1.0, 0.0) 0.120 0( 0.0, 0.0) 0.764
¥Week 12 LOCF -2 88 -1 92 -1 9 0 (-1.0, 0.0) 0.088 0( 0.0, 0.0) 0.78%
Table 7.2.1.15 Study 448: CGI-severity (OC) (Excl. Center 2/4)
Baseline and Change from Baseline in COI Severity of lllness Score .
Excluding Centre Group 002/004 ‘ :
Statistical Analysis Presented at All Time Points '
Intention to Treat Population
/ . ) Pairwise Comparisons
Treatment Groups Paroxetine CR Paroxetine IR
Paroxetine CR Paroxetine IR Placebo vs Placebo vs Placebo

¥edian (Min,Max) N Medlan (Min,Max) N Hedian (Min,Max) N Median (95% C.I.) p-value Median (95% C.I.) p-value.

Baseline 4 88 4 94 4 91

Week 1 0 83 0 91 0 88 0( 0.0, 0.0) 0.782 0( 0.0, 0.0) 0.947
Week 2 0 72 (] 74 0 8s 0{( 0.0, 0.0) 0.638 0( 0.0, 0.0) 0.870
Woek 3 -1 70 -1 7 -1 80 0( 0.0, 0.0) 0.726 0( 0.0, 0.0) 0.995
Week 4 -1 69 -1 73 -1 82 0 (-1.0, 0.0) 0.320 0( 0.0, 0.0) 0.816
Week 6 -1 64 -1 69 -1 76 0 (-1.0, 0.0) 0.033 0(-1.0, 0.0) 0.111
Week 8 -3 65 -1.5 62 -1 70 01(-1.0, 0.0) 0.033 0(-1.0, 0.0) 0.143
Yeek 12 -2 56 -2 50 -2 59 0 (-1.0, 0.0) 0,045 0 (-1.0, 0.0) 0.357
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Table 7.2.2.1

Study 449: Investigators/Sites

Investigators and Their Hospital of University Affiliation

Affiliated Institution

Investigator Location

Bijan Bastani, MD Comprehensive Psychiatric Akron, OH
Services

Barry Baumel, MD Neuromedical Research Miami Beach, FL

. Associates

Robert J. Bielski, MD Institute for Health Studies Okemos, Ml

William J. Burke, MD University of Nebraska Omaha, NE
Medical Center

Cal Cohn, MD Hauser Clinic Houston, TX

Howard Conter, MD " MSHJ Research Associates, Halifax, NS
Inc.

Robert DuPont, MD The Inst. for Behavioral and Rockville, MD
Health, Inc. )

Dwight 1. Evans, MD University of Florida Coliege  Gainesville, FL
of Medicine

Maurizio Fava, MD Massachuseus General Boston, MA
Hospital

Al Fciger, MD Feiger Health Research Wheat Ridge, CO
Center

Robert Fiddes, MD Southem California Research ~ Whittier, CA
Institute

Jon Heiser, MD Pharmacology Research Newport Beach, CA

' Institute
Michael Liebowitz, MD New York State Psychiatric New York, NY
o Institute .

Peter Londborg, MD Seattle Clinical Research Secattle, WA
Center

Nilesh J. Patel. MD R/D Clinical Research, Inc. Lake Jackson, TX

Robin Reessal, MD Western Canadian Behaviour  Alberta, CG
Res. Centre

Robert Ricsenberg, MD Behavioral Atlanta Decatur, GA

Ward T. Smith, MD Pacific Northwest Clinical Portland, OR
Research

Theresa G. Waish, MD Oregon Center for Clin. Eugeae, OR

Nicholas W. Telew, MD Investigations, Inc.

Kenneth Weiss, MD Delaware Valiey Research King of Prussia, PA
Associates, Inc.

Source: Appendix A. Curriculum Vitae
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Study 449:

APPEARS THIS Wwar
ON ORIGINAL

Table 7.2.2.2

Baseline Characteristics

Demographic Characteristics of Patients Included in the

Intention To Treat Population
Paroxetine CR N=108 ParoxetineIR N=i12 Placebo N=110
n % | 0 % [ 0 K
[Age (vears)
18 -24 4 3.70 10 8.93 7 6.36
25-34 27 25.00 30 26.79 351 . 31.82
35-44 27 25.00 31 27.68 23 20.91
45-54 34 31.48 20 17.86 26 23.64
55 - 65 16 14.81 20 17.86 19 17.27
>65 0 0.00 1 0.89 0 0.00
Mean Age (SD) (years) 42.38 +10.8 40.55+12.14 40.71 + 11.58
Minimum Age '
Maximum Age ]
Mean Weight (SD) (Lb) 177.58+46.19 | 1747443578 | 173.42+41.08
Minimum Weight
Maximum Weight
CR N=108 IR N=112 Placedo Ns=110
B % n % [} %
Gender .
Female 72 66.67 83 74.11 66 60.00
Male 36 33.33 29 25.89 44 40.00
Race
Black 6 556 8 7.14 2 1.82
Oriental 2 1.85 0 0.00 0 0.00
Other 8 7.41 10 8.93 14 12.73
White 92 85.19 94 83.93 94 85.45

Source: Data Source Table 13.4b, Section 13, Appendix B Listing 13.4

APPEARS THIS WAY
ON ORIGINAL




't APPEARS THIS WAY
ON ORIGINAL

Table 7.2.2.3

Study 449: Patients In-Study by Visit

Number (%) of Patients in the ITT Population Remaining at Each

Visit
Paroxctine CR  Paroxetine IR Placebo Total
N % N % N % N %

Baseline 108 100.0 112 100.0 110 100.0 330 100
Week 1 104 96.3 102 91.1 - 104 94.5 310 93.9
Week 2 103 954 99 884 102 92.7 304 92.1
Week 3 97 89.8 96 85.7 97 88.2 290 87.9
Week 4 94 87.0 90 804 94 85.5 278 84.2
Week 6 . 89 824 84 75.0. 89 809 262 794
Week 8 85 78.7 79 70.5 81 73.6 245 74.2
Week 12* 81 75.0 75 67.0 77 70.0 233

70.6

Data Source: Data source Table 13.3.2b, Appendix B, Listing 13.3b
* (see Section 11.1, and Data Source Table 13.13)

APPEARS THIS WAY
ON ORIGINAL




Table 7.2.2.4

Paroxetine CR

Mean (s.e.) W

Baseline 23.8 (0.3)) 108
HWeek 1 -4.0 {0.47) 106
Week 2 -7.0 (0.57) 101
Week 3 -9.0 (0.63) 98
Week ¢ -10.8 (0.67) 95
Waak & -12.9 (0.72) 93
Week 8 -14.7 (0.74} 63
Week 12 -18.7 (0.86) 77

708 End Point  ~13.7 (0.7¢) 108
Wk 12 End Point -13.3 (0.79) 108

Study 449: HAM-D Total Score

Bageline and Change from Baseline in HAMD Total Score
Adjusting for the Effect of Centre Group, Age, Sex, Baseline HAMD Total Score and Duration of Current Episode of Depression

Treatment Oroups

Paroxetine IR

Mean (s.e.)

7 (0.39
S (0.46)
.3 (0.37})
6 (0.64)
~10.9 (0.66)
-11.6 (0.73)
~13.6 (0.74)
-13.9 (0.93)

-11.5 (0.72)
~12.1 (0.78)

Table 7.2.2.5

Baeeline and Change from Baseline in HAMD Depressed Mood Item Score
Ad:luatiny for the Bffect of Centre Group, Age, Sex, Baseline HAMD Depressed Mood Item and Duration of Current Episode of Depression

Paroxetine CR

Treatment Groups
paroxstine IR

NG L X-2-% -2~ 0 -

- = 4 9 = o e T S -

{0.72)
(0.78)

Placedo .

Intention to Treat Population

Pairwige Comparigons

Paroxetine CR vs Placebo

Paroxetine IR vs Placebo

Intention to Treat Population

Study 449: HAM-D Depressed Mood Item

Pairwise Comparisons

Paroxetine CR vs Placebo

Mean (938 C.1.) p-value Mean (93% C.I.) p-value
- =1,0 { -2.76, 0.81) 0.202 -0.9.{ -2.76, 0.32¢
=3.7 ( -5.64, -1.73) «0.001 -2.6 ( -4.63, 0.010
-3.3 ( -5.%9, -1.01) 0.005 _-1.5 ( -3.91, 0.241
-3.1 { -5.04, -1.1%) 0.002 =1.9 ( -3.87, 0.0%8
-3.1 ( -5.18, -0.99) 0.004 -1.9 ( -3.96, 0.083

Paroxetine IR vs Placebo

Mean (s.e.) W Mean (s.e.) {s.e0.) Mean (958 C.1.) p-value Mean (93% C.1.) p-value

Baseline 2.9 (0.06) 108 2.9 (0.06) 3.9 (0.06)

Week 1 -0.3 (0.12) 108 -0.2 (0.12) -0.1 (0.12)

Week 2 =0.4 (0.16) 101 -0.4 (0.17) -0.1 (0.16) '

Week 3 -0.8 (0.17}) 98 -0.9 (0.17) -0.7 (0.17)

Week 4 -1.1 (0.18) 93 -1.1 (0.18) -0.8 (0.19) -0.3 ( -0.%54, 0.03) 0.082 -0.3 ( -0.96, 0.089
Week 6 -1.3 (0.21) 93 -1.3 (0.21) -0.7 (0.321)

Week 8 -1.7 (0.36) 83 ~1.6 {0.27) -3 10.27) -0.6 ( -0.92, -0.34) <0.001 ~0.3 { ~0.80, -0.20) «0.001
Week 12 -1.4 {(0.29) 7 -1.3 {0.31) -1 {0.31) -0.4 ( -0.77, -0.08) 0.016 -0.3 ( -0.62, 0.169
70% End Point -1.4 (0.16) 108 -1.2 (0.17M) -0.8 (0.16) -0.8 ( -0.88, ~-0.29) <0.001 -0.4 { -0.70, 0.008
Wk 12 ¥nd Point ~1.3 (0.17} 108 -1.2 (q.xa) -0.8 (0.17) -0.5 { -0.81, -0.18) 0.002 -0.4 {( -0.70, 0.017




Table 7.2.2.6 Study 449: CGI-severity

Baseline and Change from Baseline in CGI Severity of Illness Scors
Intention to Treat Population

Pairwise Conmparisons
Treatment Groups Paroxetine CR Paroxetine IR
Paroxetine CR Paroxetine IR Placebo vs Placebo ve Placebo

Medion (Min,Max) N Medlan (uinfuax) N Median (Min,Max) N Median (93% C.I.) p-value Nedian (93% C.31.) p-valus

I i D T T PP U P LT - ——.-——

-

Baseline 4 99 4 102 4 99

Weak 1 0 97 0 99 0 96

Week 2 0 92 0 90 o - . 93

Week 3 -0.5 90 -1 8s -1 90

Mook 4 -1 87 -1 83 -1 e3 0(-1.0, 0.0) 0.227 0¢-1.0, 0.0) 0.202
Week 6 -1 a4 -1 79 -1 83

Waek 8 -3 76 -3 76 -1 79 =1 {-1.0, 0.0) 0.007 0 (-1.0, 0.0) 0.066
Week 12 -3 70 -2 60 -2 . 64 0¢-1.0, 0.0) 0.147 0 (-1.0, 0.0) 0.638
700 Bnd Point -1 99 -1 102 -1 98 0 (-1.0, 0.0) 0.013 0 (-1.0, 0.0) 0.13%
Wk 12 End Point -2 99 -2 102 -1 98 0 (-1.0, 0.0) 0.042 0 {-1.0, 0.0) 0.335

Table 7.2.2.7 Study 449: HAM-D Total Score (Excl. Center 17)

Baseline and Change from Baseline in HAMD Total Score
BExcluding Centre 017
Mjusting for the Bffect of Centre Group, Age, Sex, Baseline HAMD Total Score and Duration of Current Episode of Depression
: Intention to Treat Population .

Treatment Oroupé Pairwise Comparisons
Paroxetine CR Paroxetine IR Placebo Paroxetine CR vg Placebo Paroxetine IR vg Placebo

\ Mean (s.e.) N Mean (s.e.) N Mean (v.e.) N Mean (958 C.I1.) p-value - Mean {958 C.X.) p-value
Baseline 23.9 (0.33) 103 23.9 (0.30) 104 23.7 (0.31) 108
Week 1 -4.0 (0.49) 102 ~3.6 (0.48) 102 ~4.3 (0.48) 104
Week 2 ~-6.9 (0.39) 97 6.7 (0.60) 93 -6.0 {0.59) 97
Week 3 -9.0 (0.65) 94 -8.9 (0.67) 87 -8.4 (0.64) 95
Week & - -11.0 (0.69) 90 -11.1 (0.71) 83 -10.1 (0.69) 89 -0.9 ( -2.76, 0.50) 0.317 -1.0 ¢ -2.88, 0.93) 0.314¢
Week 6 -13.1 (0.74) 88 ~12.0 (0.76) B2 -10.2 (0.74) 87
Week 6 -14.0 {0.77) 78 -14.1 (0.78) 78 -11.1 (0.74) 8¢ -3.7 { -5.74, -1.73) <0.001 ~3.0 ( -5.0%, -0.92) 0.005
Week 12 -15.8 (0.87) 74 -14.3 (0.96) 63 -12.4 (0.90) 71 .-3.3 ( -5.65, -1.02) 0.008 ~1.9 [ -4.35, 0.62) 0.140
708 End Point ~12.8 (0.76) 103 -11.8 (0,76} 104 -9.8 (0.73) 104 -3.0 ( -5.0S, <1.00) 0.004 -2.0 { -4.08, 0.03) 0.0%¢
Wk 12 Pod Point -13.3 (0.82) 103 -12.3 (0.81) 104 -10.4 (0.81) 104 -3.0 ( -5.13, -0.79) 0.008 -2.0 {

-4.1%, 0.23) o0.080
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Table 7.2.2.8 Study 449: HAM-D Depressed Mood Item (Excl. Center 17)

Baseline and Change from Baseline in HAMD Depressed Mood Item Score

Excluding Centre 017 .

Adjusting for the Bffect of Centre Group, Age, Sex, paseline HAMD Depressed Mood Item and Duration of Current Episode of Depression
Intention to Treat Population H

Treatment Groups pairwise Cosparisons
paroxetine CR pParoxetine IR Placebo paroxetine CR vs Placebo paroxetine IR vs Placebo
Mgan (s.e.) N Mean (s.e.) N Mean (s5.e.) N Mean (958 C.1.) p-value Mean (95% C.1.) p-value
- --....--------..-.-----;.------.--.---------------------.-----------------.----.---..-----.------------.--
Baseline 2.9 (0.06) 103 2.9 {0.08) 104 2.8 (0.06) 104
Week 1 -0.3 (0.1)) 101 -0.3 {0.13) 102 -0.2 (0.13) 104
Neek 3 -0.4 (0.16) 97 -0.4 (0.37) 9 -0.1 (0.16) 97
Wesk 3 -0.9 (0.17) 94 -1.0 {0.17) 87 -0.7 {0.17) 95
Week & -1.2 (0.18) 90 -1.2 (0.18) 83 -0.9 (0.19) 89 -0.2 { -0.52, 0.0%) 0,110 -0.3 ( -0.59, 0.00) 0.081
Week § -1.3 (0.21) @8 -1.4 (0.31) 82 -0.8 (0.21) 87
Week 8 -1.7 (0.26) 78 -1.7 (0.26) 78 -1.1 (0.26) 84 -0.6 ( -0.92, -0.34) <0.001 ~<-0.6 { -0.88, -0.28) <0.001
Wesk 13 -1.% (6.29) 74 -1.4 {0.21) 63 -1.0 (0.30) 71 -0.¢ ( -0.77, -0.08) ©.017 -0.4 ( ~0.72, 0.02) 0.061
708 End Point -1.4 (0.16) 103 -1.3 10.17) 104 -0.8 {0.16) 104 -0.3 { -0.89, -0.24) <0.001 -0.4 {( «0.79, =-0.14) 0.004
wk 12 £nd Point -1.2 (0.17) 103 -1.2 (0.18) 104 -0.8 (0.17) 104 -0.% { -0.77, -0.13) 0.006 -0.4 ( -0.76, -0.11}) 0.009
Table 7.2.2.9 Study 449: CGI-severity (Excl. Center 17)
Baseline and Change from Baseline in COI Severity of Illness Score
Excluding Centre 017
Intention to Treat Population
. Palirwise Comparisons
' Treatnent Groups Paroxetine CR Paroxetine IR
Paroxetine CR paroxetine IR Placebo va Placebo vg Placebo
N lhdian (Min,Max) ¥ Median (Min,Max) N Median (Min,Max) N lledlan {95% C.I1.) p-vnluo mdian (93¢ C.1.) p-value
Baseline 4 9 4 96 4 93
Week 1 [ 92 )] 93 0 92
Week 3 0 88 0 84 0 88
Week 3 -1 86 -1 79 -1 87
Heek & -1 82 -1 n -1 79 o¢{-1.0, 0.0) 0.285 0d¢(-1.0, 0.0) 0.139
Week 6 -1 7 -1 TR -1 19
Week 8 -2 7 -2 7 -1 76 -1 { -1.0, ©.0) 0.009 0(-1.0, 0.0} 0.063
Week 12 -3 1) -2 37 -2 63 0t -1.0, 0.0) 0.148 0 (-1.0, 0.0) 0.515
708 End Point -1.9 94 -1’ 96 -1 93 0(-1.0, 0.0) 0.022 0o (-1.0, 0.0) 0.189
Wk 12 End Point -3 94 -2 96 -1 93 0(-1.0, 0.0) 0.074 0(-1.0, 0.0) 0.395

—
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APPENDIX 7.2.3

EFFICACY DATA: STUDY 487




Table 7.2.3.1
Study 487:

Investigators/Sites

Investipators and Their Hospital of University Affiliation

investipator : Center No.  Affiliated Institution Location
Lawreace W. Adler, M.D. 001 CHnies! ast inc, Qles Bomie, MD
‘ Basgher Bryer, MD. 002 Clary Rescarch Associmes New Canle, DB
Louise M. Dadisi. MDD, o {PS Resexrch Co. Oblahoma City,
0xX
Alsn Gelenberg. M.D - 004 Uslversity of Arirons “Tucson, A2
Michse! W. DePriest, M.D. [ Pharmacolozy Resesrch Las Vegas, NV
Bradjey C. Dincr, M.D. 006 Clinical Investigmtion Specialists, Litte Rock, AR
Inc.
David Louis Dunaer, M.D. 007 Usiversity of Washisgion 2% WA
| Jaroes Mecham M.D. [ ] Reench Salt Lake uT §
Leslie ven Hootea Taylor, M D. o) Dean Faondation for |1eakh, Madison, W1
Research, and Edueation. Ise
3obn Sutherland Kenoedy, M'o.‘ 010 Vanderbilt Uaivetady Medical Nashoille, TN
] Cemer
Arifulls Khan, M.D. on Northwest Psychiaoric Inclitute, lac.  Kikland, WA
PC
Ronald P lm MD. 0)2 St. Paul. Mudes) Cemter . Prol, MN
Michael R. Lichowitz, M.D. 013 New York State Pyychiamic tastitute New Yook, NY
Charies H. Meridath, M.D. 014 AfMliared Research (awitute San Diepo, CA
Raj Nakra, M.1). 01§ Wahingtoa University School of Chesterileld MO
Medicine
Chules 8. NemerofT, M.D . FD." 016 mﬁ'mm Universtty Ocpanment of Allznia. GA
chistry -
Mask H. Repapart, M.D. 07 University of Californis & San lalala, CA
Dicgo
Carl Salzrran, M D. 018 Mussschusents Menta) Hesth Center  Boston, MA
Andrew Satlin, M D. 019 Mclean Hospim) B MA
Loa S. Schacider, M.D, 020 University of Southern California Los Angzles, CA
- Schont of Medicine -
Ram Kumar Shrivastave, M.D. 021 Privaie Practice New York, NY
Ward Tolhert Smnith, M.D. on Pacific Northwes: Clinlcal Research  Poriand, OR
m < ® .
Steves D. Turgum, MDD, 023 Delsware Valicy Qinloal Studies . Philade)phis, PA
Center
Nichotas Williem Telew, M.D. 024 Orepon Center for Clinica) Invest Pupene, OR
§ Dan L Zimbrofl, M.D. 023 Behsviora) Medic: ne (‘enter Upl CA
Dx. linward S Couter, M.D. 026 MSHJ Research Associ Ine Halifax. NS
Or, M. S. Reanka Prasad on Roya) University | {opita) Sakacoon, SK,
Canads
Lyrn A. Cunaingham M.D. 028 Viee Street Clinical Resoarch Ceater  Springlietd, IL,
Jefirey T. Apter, M.DL 029 Princeton Bicowdical Rewezrch Princston. NJ
Mart Fdwia Konik, M.U. 031 {lootion VA Miw Center !(&&TX
{_Duvid Irs Margolin, M.D. 032 Private Practice Fresno, CA

Source: Appendix A, Curriculum Vitae /_® Sereened patients ¢nly. no patients randomized

’




Table 7.2.3.2

Study 487: Baseline Characteristics
Demographte Characteristics of Patients Included in the
Intention To Treat Population
Perezctine Nal0d [Parenetioe Nal0s | Placehs Kaidy
cr R

Age (years) 9 % a % _n %
60-65 21 20.19 27 2947 27 U.77
66-74 57 54.81 S4 50.94 63 §7.80
75-84 25 24.04 23 21.70 19 17.43
=88 A 0.96 2 1.89 0 0.00
Mean Age (SD) fn years 70.39 (5.93) 70.08 (6.59) 6939 (5.40)
Minimum Age
Maximum Age
Mcan Weight {SD) in fbs. 175.43 {34.20) 173,03 (842412) 170.01 (33.86)
Minimum Welght '
Maximum Wecight
Gender _» % n % n %
Female 30 48.08 60 S6.60 69 6330
Malc 54 5192 46 4340 40 36.70
Raee n % n % n %
Black 2 1.92 1 0.94 2 1.83
Other 2 1.92 2_ 1.89 4 3.67
White 100 96.15 101 95.28 103 94.50
Oricntal 0 0.0 2 1.89 0 0.0

Source: Data Source Table 13.4b, Appendix B Listing 134 .

Table 7.2.3.3
Study 487: Patients In-Study by Visit

| Number (%) of Patients in the I1TT Population Entering Each

Visit Window
Paroxetine CR | Paroxetine IR Placebo Total

N % N % N % N . %
Basclinc 104 1000 106 100.0 109 100.0 319 100.0
Week 1 102 98,1 9 934 102 93.6 303 95.0
Week 2 97 93.3 97 918 99 90.8 293 918
Week 3 94 904 94 B8.7 98 899 286 89.7
Week 4 90 a6S (] 849 97 89.0 n R6.8
Week 6 89 856 84 7.2 91 835 264 828
Week 8 84 808 7 S 90 826 253 3
Week 10 83 8 78 736 8s 78.0 46 7.
Week 12 8} 9 ” 6 &4 A 242 759
Camplaiod 81 79 k3 71.7 84 T7.1 241 788 -

Dats Source: Daa source Table 13.3.2b, 13.1.1. Appendix B, Liuing 13.3b

7>
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Table 7.2.3.4 Study 487: HAM-D Total Score (LOCF)

Bameline and Change from Baseline in RAMD Total Scorm
AMjuseing for the Rffect of Centrs Group, Age, Sex, Baseline HAMD Total Score and Duraticn of Current Episode of Deprassion
Statistical Analysis Presented at LOCF Endpoints
intention to Treat Popalation

Treatment Groups Pairwise Corparisons
Paroxetine CR Paroxetine IR Placebo Paroxatine CR vs Placebo Paroxetine IR vs Placebd

uom (s.e.) N Moan (s.e.} ¥ Mean (s.¢.) ¥ Mean (95% C.I.) p-valuse Mean {938 C.XZ.) p-value

ccccccsscvecs - moe cmcscacancencaccbotccmrncnanmeraanee = cmssaccanrnrcsassccscascan - -

Bagsline 22.1 (0.24) 103 22,3 (0.313 103 22.1 (0.29) 107 .

Week 2 LOCP -5.8 (0.%2) 103 -3.6 (0.500) 10} -5.) (0.51) 107 -0.4 ( -1.77, 0.91) 0.330 -0.3 ( -1.61, 1.01) 0.65%
Waek & LOCP -9.3 (D0.64) 103 -8.5 (0.61) 103 -8.2 {0.62) 107 -1.0 { -2.63, O0.65) 0.23¢ -0.2 ( -1.85, 1.36) 0.76)
Wsek 6 CoCPF -10.2 {(0.66) 103 -20.1 (0.64) 103 -8.6 {0.64) 107 -1.7 ( -3.35, 0.0%) 0.057 -1.85 ( -3.20, 0.13) 0.071
Weak 8 mcr -11.2 (0.68) 103 -10.9 (0.66) 203 -9.3 (0.66) 107 -1.7 { -3.45, 0.0%) 0.0%7 - -1.4 ( -3.02, 0.37) 0.122
Wask 10 LOC? -11.0 {0.71) 103 -11.9 (0.69) 103 -9.5 {0.70) 107 -2.3 ( -4.14, -0.86) 0.015 ~ -2.4 ( -4.22, -0.51) 0.009
Wesk 12 LOCP -12.1 (0.73) 103 -12.3 (0.70) 103 -9.% (0.71) 107 -2.6 ( -4.47. -0.73) 0.007 -2.8 ¢ -4.65, -0.99) 0.003

Table 7.2.3.5 Study 487: HAM-D Total Score (OC)

paseline and Change from Raseline in HAMD Total Score
Adjusting for the Bffect of Centre Group. Age, Sex, Baseline HAMD Total Score and Duration of Current Episode o! Dopreasion
Statistical Analysis Presented at all Tina Points
Intention to Treas Population

Treatment Groups ‘f . Pairwise Corparisons
Paroxstine CR Paroxetine IR Placebo Paroxetine CR vs Placedo Paroxecine IR vs Placebo

Mean (v.ew.) ¥ Moan {s.a.} N Mean (s.0.) W Mean {958 C.I.) p-velva Mean (938 C.I,) p-value

e L b Y L T Y Y T Y T P

Baseline 22.1 (0.34) 103 22.3 {0.31) 103 22.1 (0.29) 107 '

Wask 1 -3.0 (0.44) 202 -3.7 (0.42) 102 -3.7 (0.43) 106 -0.6 ( -0.50, 1.76) 0.273 -0.0 { -1.13, 1.06) 0.93¢
Wesk 2 -5.8 (0.53) 98 -$.7 (0.53) 9¢ -5.% (0.52) 98 -0.3 ( -1.72, 1.05) 0.633 -0.2( -1.62, 1.13) 0.730
Week 3 -9.4 (0.601 90 -7.9 (0.58) 93 -7.4 (0.59) $1 -2.0 ( -).%2, -0.41) 0.014 -0.1( -1.57, 1.43) 0.930
Week 4 -9.9 (0.63) 9 -8.08 (0.62) 92 -8.7 (0.61) 97 -1.2 ( -2.87, 0.40) 0.138 -0.2 ( -1.73, 1.45) 0.851
Week 8 -11.9 (0.66) 66 -10.9 {0.64) @69 -9.1 (0.63) %4 -2.4 ( -4.14, -0.71) 0.006 -1.8 { -3.45, -0.16) 0.031
wesk 8 -12.9 (0.62) 9% -11.1 {0.62) 82 -10.7 (0.60) @89 -2.2 ( -2.82, -0.99) O0.008 -1.9 ( -3.06, 0.13) 0.072
Wesk 10 -13.8 (0.69) 83 -11.5 (0.68) 77 -10.6 (0.65) 90 -3.2 ( -4.94, -1.41) <0.000 -2.9 ( -4.67, -1.16) 0.001
Wask 12 -1¢.4 (0.70) 688 -13.9 (0.70) 73 -10.5 (0.68) B0 -3.8 ( -5.63, -1.97) «0.001 -3.4 § -5.18, -1.56) <0.001

.




Mjusting for the Effect of Centre

Table 7.2.3.6

Study 487: HAM-D Depressed Mood Item (LOCF)

Baseline and Change from Baseline in HAMD Mgod Item Bcore

Treatment Croups

Paroxetina CR Paroxpgzine IR
Bean (s.0.}) W MNean (s.e0.) N
Basaline 2.7 €0.06) 103 2.8 (o.lm 103
week 3 toCP 0.8 (0.12) 103 -0.% (0.12) 103
Week & 10CP -1.1 t0.14) 103 -1.0 {0.14) 103
Week ¢ 1OCF 1.2 (0.14) 1D) -1.1 {0.14) 103
waek 8 LoCP -1.3 (0.14) 10} -1.2 10.24) 10)
Week 10 tOCT ~1.4 (0.1%) 10) 1.3 (0.15) 103
Week 13 LOCP -1.4 (0.15) 103 -1.4 {0.1%) 103

AMjusting for the E2fect of Cen

Table 7.2.3.7

Bageline and Change from Baselfine !
tre Croup, Rge, Sex, Baseline HAMD
Statisticel Analysis Present

-Intention =o Treat Population

Placebo

(0.06)

(0.12)
10.14)
(0.14)
-0.9 (0.14)
-0.9 (0.1%)
-0.9 (0.19)

Treatment Groups

. Paroxatine CR Paroxetinae IR Placedo

Mean (s.e.) N Mean (».e.) N Yean (s.e.) N
Baselins 2.7 (0.06) 103 2.8 (0.08) 103 2.7 (0.06) 107
Wask 1 -0.2 (0.10) 102 -0.3 (0.10) 102 -0.1 10.10) 106
Week 2 0.6 10.12) 98 -0.5 (0.13) 94¢ -0.% 10.13) 98
Wook 3 ~0.9 (0.13) 90 -0.6 (0.1)) 958 -0.7 10.14) 91
Week & -=.1 (0.14) 9 -1.0 (0.1%) 92 -0.0 (0.1¢) 97
Woek § ~=.3 10.13) 06 -~1.1 10.13) 89 -0.7 10.13) 8¢
Week 8 =4 (0.14) &S -1.2 (Q.14) 82 -0.9 (0.14) 89
WVeek 10 -2.68 (0.14) B3 -1.7 {0.1%) 7 ~-1.0 {0.14) 90
Week 12 =%.7 (0.1%) @0 ~1.6 10.15) 73 =-0.9 ?0.15) 80

107

107
107
107
107
107
107

Dep

Group, Age, Sex, Baseline FAND Mood Item
Statistical Analyais Presented at
;qteutlon to Treat Population

.
Paroxetina CR va Placebo

R it D D kel R T SO -

Scoro and Duraticn of Current Pp-sode
10CF Bndpointe

of Depression

irwise Campariscns
Paraxetine TR va Placedo

Meen (954 C.1.) p-value Mean (95% C.I.) p-value
-0.2 ( -0.40, 0.08) 0.130 -@.1 ( -0.30, 0.17) 0.576
-0.J ( -0.56, -0.00) 0.0¢8 -0.2 ( -0.43, 0.10) 0.210
-0.3 { -0.60, -0.07) 0.02¢ -0.3 ( -0.84, ~0.01) 0.039
~0.4 ( -0.63, -0.08) 0.013 -p.3 ( -0.57, -0.02) 0.03%
-0.3 ¢ -0.75, -0.18) 0.001 -0.¢ ( -0.89, ~0,29) <0.00m
~0.3 { -0.81, -0.22) <0.001 -0.5 ( -0.83, -0.26) <0.001

Study 487: HAM-D Depressed Mood Item (oc)

2 HAMD Depressed Kood Item Scare
T€880d Nood Itea and Duration of Current Episode of Depression
ed az All Time Points ;

Pairwise Coxparisons ,
Paroxetine CR va Placebo Poroxetine IR va Placebo !

Nean (958 C.1.) pevalua Msan (958 C.1.)  p-value
«0.0 ( -0.21, 0.19) 0.928 -0.1 ( -0.32, 0.07) 0.202
-0.1 ( -0.40, 0.20) 0.23% <0.0 ¢ -0.29, 0.21) 0.742
-0.2 ( -0.45, 0.30) 0.200 0.1 ¢ -0.15, 0.38) 0.392
«0.4 ( -0.63, -0.07) 0.01¢ -0.2 { -0.45, 0.11) 0.222
-0.5 ( -0.81, -0.26) <0.001 ~0.4 ( -0.64, -0.11) 0.00%
-0.5 t -0.80, -0.24) <0.00%1 -0.) { -0.60. -0.04) 0.02%
«0.6 | ~0.93, -0.34) <0.001 -0.7 { -0.96, -0.37) «<0.001
=0.7 { <1.06, -0.43) <0.001 -0.8 t{ -0.93,

~0.30) <0.00%
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Table 7.2.3.8 Study 487: CGI-severity (LOCF)

Raseline and Change fron Baseline in CGY Severity of Illness Score
Statistical Analysis Prosented at LOCE Endpoints
Intention to 7Treat Population

Pairwise Comparimons
Troatment Qrdups Paroxetine CR Paroxatine IR
Paroxatine CR Paroxetine IR Placedo vs Placebo va Placebo

Nedian (Min,Max) N Median (Min,Max) B Medisn (Min,Max) N Medlan (950 C.I.) p-value Median (9%% C.I.) p-value

Baseline
Wesk 1
Neek 2
Week 3
Hask 4
Week 6
Nauk 3
wesk 10
Week 12

it D D D L L L L Tk T iR wevconsveons -

4 103 4 10) 4 : 106
-1 103 0 103 0 106 0( 0.0, 0.0) D.371. 0¢( 0.0, 0.0) 0.911
-1 103 -1 102 -1 106 0 ( 0.0, 0.0y 0.482 o( 0.0, 0.0) 0.3582
-3 © 103 -1 103 -1 106 0 (-1.0, 0.0) 0.075 0( 0.0, 0.0) 0.404
-1 103 -1 0 -1 106 0 (-1.0, 0.0) 0.16% 0¢ 0.0, 0.0) 0.6%
-2 103 -2 103 -1 106 0(-1.0, 0.0) 0.086 0(-1.0, 0.0) 0.08¢
-2 103 -2 . 103 -1 IUGV 0(-.0, 0.0) 0.022 0(-1.0, 0.0) 0.019
Table 7.2.3.9 Study 487: CGI-severity (OC) : ;
Baseline and Change from Baselins in €Ol Severity of Illness Scors
gtatistical Analysis Pregented at All Timo Points
Intentior Yo Treat Population
: , Palrwise Comparisons
Treatment Groupa Paroxetine CR Paroxetine IR

Paroxatine CR Paroxetine IR Placedo va Placebo 8 Placebo

Nedian (Min,Max) N Medlan (MWin,Max) N Median (Min,Max) N Medias (95% C.1.) p-value Medisn (938 C.I1.) p-value

4. 103 4 103 4 106

0 102 0 102 0 109 0 ( 0.0, 0.0) 0.3)7 0¢{ 0.0, 0.0) o0.001
-1 9 -0 9 0 7 0(¢ 0.0, 0.0) 0.493 0( 0.0, 0.0) 0.978
-1 ¢ 90 -1 95 -1 . %0 ot 0.0, 0.0 0.263 gt 0.0, 0.0) 0.%04
-1 93 -1 92 -1 96 0{ 0.0, 0.0) 0.291 a( 0.0, 0.0) 0.60)
-1 86 -1 88 -1 93 0¢-1.0, 0.0) 0.012 a( 0.0, 0.0) 0.278
] as b ez 2 82 0§ -2.3, €.} 2042 Gt .5, <o°.8 s.iu
-2 a3 -2 16 -1 a8 .

-2 80 -2 . -1 79 -1 { -1.0, 0.0)<0.001 -1 ( -1.0, 0.0) 0.004
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TABLE 8.1.2.2:

Line Listing of Non-Fatal Serious Adverse Events

Patient ID Age Sex Dose at Exposure Serious Event(s)
(yrs) Onset before Onset
(mg/day) (days)*®
PHASE 1 STUDIES
Paroxetine CR

480.001.00033 34 F 5% 2 Accidental overdose.
485.003.00308 21 M 30 6 Car accident — hospitalization.
452.006.00508 28 F 30 2 Nausea, vomiting, headache.

Placebo
452.003.00259 [ 22 | F - | 3 [ Unintended pregnancy.

Prototype Formulations
452.006.00499 | 36 | F 60 | 2 | Accidental overdose.
PHASE 3 STUDIES

Paroxetine CR
448.012.00014 50 F 0 1 (+14) Convulsion (post-tx).
448.012.00097 55 M 0 106 (+21) Myocardial infarction (post-tx).
449.020.00735 26 F 62.5 59 Unintended pregnancy.
449.021.00658 46 M 37.5 48 Pancreatitis. [
449.008.00904 54 M 0 96 (+7) Depression (post-tx).
487.001.01461 78 F 37.5 17 Depression.
487.007.01562 73 M 37.5 45 Intestinal obstruction.
487.008.01637 69 M 37.5 80 Angina pectoris.

0 104 (+23) GI hemorrhage, colitis (post-tx).

487.025.01240 68 M 50 53 Prostate disorder (BPH).
487.029.01552 76 M '12.5 23 Chronic lymphocytic leukemia.

! For events occurring post-treatment, + = number of days after treatment discontinuation at event onset.
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487.031.01503 82 M 0 28 (+16) Anxiety (post-tx).
12. 11 Depression, emotional lability.
Placebo

448.010.00181 45 F - 82 Enlarged uterine fibroids.
448.016.00465 40 M - 36 Gall bladder disorder.
448.019.00390 29 F - 45 Dehydration.
448.019.00421 31 F - 62 Accidental overdose.
449.006.00763 58 F - 38 Hypertension (exacerbation).
487.001.01221 70 F - 71 Gastroenteritis.
487.001.01522 61 M - 16 Skin melanoma.
487.003.01258 66 F - 46 SGPT increased.

- 91 SGOT increased.

- 99 (+2) Nausea (post-tx).
487.005.01590 66 F - 35 Cystitis.
487.021.01694 60 M - 19 (+7) Varicose veins (post-tx).
487.029.01558 117 F - 4 Chest pain, AV block, hypervehtilation.

Paroxetine IR

448.010.00044 25 F 40 48 Emotional lability.
448.010.00183 18 F 40 17 Depression, emotional lability.
448.010.00211 37 F 0 113°¢ Hepatocellular jaundice.
448.012.00226 24 M 50 68 Manic reaction.
448.019.00391 27 F 40 23 Emotional lability.
449.006.00759 34 F 50 42 Abortion.
449.014.00742 23 F 50 17 Unintended pregnancy.
449.015.00838 21 F 20 42 Unintended pregnancy.
449.021.00788 18 F 65 Emotional lability,

k.

: 20

? patient continued treatment with paroxetine IR after study completion.




na

/ .\| ;-(‘ N
487.005.01303 66 M 0 103 (+8) Chest pain (post-tx).
487.006.01233 72 F 20 82 Pneumonia.
487.011.01271 65 M 40 46 Trauma, pneumothorax.
487.011.01542 74 M 10 74 Pneumonia, bronchitis.
487.017.01318 68 F 10, 15 Trauma.
487.017.01409 70 M 30 57 Hematuria.
487.021.01250 75 M 0 84 Accidental overdose. ,
487.021.01575 17 F 0o 4 (+1) Gastroenteritis (post-tx).
487.024.01707 75 M 10 4 Hyponatremia.

APPEARS THIS WAY
ON ORIGINAL
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TABLE 8.1.4.2.1:

TREATMENT EMERGENT ADVERSE EVENTS
OCCURRING IN 21% OF PAROXETINE CR PATIENTS IN THE POOL OF
STUDIES 448 &-449 34

Body System/Adverse Event

$ Reporting Event

Par CR Placebo

(N=212) (N=211)
Body as a Whole
Headache 27% 20%
Asthenia 14% 9%
Infection’ . 8% 5%
Abdominal Pain 1 7% 4%
Back Pain 5% : 3%
Trauma® 5% 1%
Pain’ 3% 1%
Allergic Reaction® 2% 1%
Cardiovascular System
Tachycardia 1% 0%
Vasodilatation’ 2% _ 0%
Digestive System :
Nausea — 22% 10%
Diarrhea 18% 7%
Dry Mouth 15% 8%
Constipation 10% 4%
Flatulence . 6% 4%
Decreased Appetite 4% 2%
Vomiting 2% 1%
Nervous System
Somnolence -- . 22% 8%
Insomnia 17% 9%
Dizziness 14% 4%
Libido Decreased 7% : 3%
Tremor 7% 1%
Hypertonia 3% 1%
Paresthesia 3% 1%
Agitation 2% 1%
Confusion 1% 0%

® Adverse events for which the paroxetine CR reporting incidence was

less than or equal to the placebo incidence are not included.

These

events are: abnormal dreams, anxiety, arthralgia, depersonalization,
dysmenorrhea, dyspepsia, hyperkinesia, increased appetite, myalgia,
nervousness, pharyngitis, purpura, rash, respiratory disorder,
sinusitis, urinary frequency, and weight gain.

! <1% means greater than zero and less than 1%.

Mostly flu.

0 e Jdawm

Usually flushing.

A wide variety of injuries with no obvious pattern.
Pain in a variety of locations with no obvious pattern.
Most frequently seasonal allergic symptoms.




Respiratory System

Yawn 5% 0%
Rhinitis 4% 1%
Cough Increased 2% 1%
Bronchitis 1% 0%
Skin and Appendages

Sweating - 6% 2%
Photosensitivity 2% 0%
Special Senses

Abnormal Vision*®® 5% 1%
Taste Perversion Ly 2% 0%
Urogenital System

Abnormal Ejaculationi® 1? 26% 1%
Female Genital Disorder’'’® 10% <1%
Impotence’ 5% 3%
Urinary Tract Infection 3% 1%
Menstrual Disorder’ 2% <1%
Vaginitis® 2% 0%

APPEARS THis WAy

ON ORiGINAL

1% Mostly blurred vision.

11 Based on the number of males or females.

12 Mostly anorgasmia or delayed ejaculation.

13 Mostly anorgasmia or delayed

orgasm.
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TABLE 8.1.4.3: TREATMENT EMERGENT ADVERSE EVENTS OCCURRING
IN >5% OF PAROXETINE CR PATIENTS IN STUDY 487 1418

Body System/Adverse Event % Reporting Event
Par CR Placebo
(N=104) (N=109)

Body as a Whole
Headache 17% 13%
Asthenia 15% 14%
Trauma 8% 5%
Infection - 6% 2%
Digestive System X
Dry Mouth 168% 7%
Diarrhea 15% 9%
Constipation 13% 5%
Dyspepsia 13% 10%
Decreased Appetite 12% 5%
Flatulence . 8% 7%
Nervous System
Somnolence 21% 12%
Insomnia 10% 8%
Dizziness 9% 5%
Libido Decreased 8% <1l%
Tremor 7% 0%
Skin and Appendages : .
Sweating 10% | <1%
Urogenital System
Abnormal Ejaculation™® "’ 17% 3%
Impotence®™ ' - 9% 3%

APPEARS THIS WAY |
ON ORIGINAL

1t pAdverse events for which the paroxetine CR reporting incidence was
less than or equal to the placebo incidence are not included. These
events are nausea and respiratory disorder.

15 <1% means greater than zero and less than 1l%. .

16 Based on the number of males.

17 Mostly anorgasmia or delayed ejaculation.




Table 8.1.4.5: Other Events Observed During Premarketing

Depression Studies (448, 449, 487) with Paroxetine CR18:19:20

Body as a Whole

Cellulitis, chest pain, fever, malaise.

Cardiovascular SXstem

Angina pectoris, arrhythmia, bradycardia, bundle branch
block, hypertension*, hypotensiont, palpitation, postural
hypotension.

Digestive System

Dysphagia, eructation, rgastroenteritis, gastrointestinal
disorder, gingivitis, glossitis, hepatosplenomegaly,
intestinal obstruction, liver function tests abnormalv,
melena, peptic ulcer, stomach ulcer, tooth caries, tooth
disorder*, ulcerative stomatitis.

Endocrine System

Hyperthyroiaism.

Hemic and Lymphatic System

Anemia, chronic lymphacytic leukemia, eosinophilia.

Metabolic and Nutritional Disorders

Generalized edema, hyperglycemia, peripheral edema.

Musculoskeletal §gstem

Bursitis.

Nervous §gstem

Amnesia, concentration impaired, depression*, emotional
lability, lack of emotion, myoclonus¥, neuropathy,
paralysis, thinking abnormal, vertigo.

Respiratory System

Asthma, dyspnea.

Skin and Appendages

) Pry skin, herpes simplex, pruritis, seborrhea.

Special Senses

Abnormality of accomodation, conjunctivitis*, eye appendage
disorder, otitis media, tinnitus.

Urogenital System

Albuminuria, hematuria, kidney function abnormal, prostate
disorder, testes disorder, urine abnormality, urinary
incontinence.

! Events listed in Table 8.1.4.2.1 or 8.1.4.2.2 are excluded.

% A1l events in this table were reported at a freguency between 1/100
and 1/1,000 within the pool of studies 448, 449, and 487 (N=316), except
for those marked with an asterisk (v), indicating a frequency 21/100.

?* Gender-specific event rates have been corrected for the number of
males (N=132) or females (N=184), as appropriate.

3%
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TABLE 8.1.5.2.1: CRITERIA FOR IDENTIFYING LABORATORY VALUES

OF POTENTIAL CLINICAL CONCE;RE (STUDIES 448 AND 449)

Parameter
Hematology

Hemoglobin - Male
Hemoglobin - Female
Hematoerdt - Male
Hematocrit - Female

WBC
Lymphocytes
Monocytes
Basophils
Eosinophils

Scgmented Neatrophils
Platelets

Clinical Chemistry
Blood Urea Nirogen

Serum creatinine
Total bilirubin
AST (SGOT)
ALT (SGPT)

Alkaline phosphatase

T3 (Total)
T4 (Total)

Thyroid S timulating
Hormoze (TSH)

Chloride
Porassium
Sodium

3Some ranges are broadesed 1

geaces or age.

Values of Concern

siispn
s95
S3IT%
<32 %

T £280r2160x1091

275% ,
215%
210%
2 10%
S15%

£ 75 or » 700 21091

2 30 mg/dl
223 mg/d)
22.0mg/dl
2150Un
165U
23%0Un
<87 > 189 np/di

£4.52> 125 mep/dl

amoin
>10 mIuAn

<$50>118 mmolN
<326 mmoll

£ 126 2 156 mmmolN
CRCOMPAss IWD Or more baTOwer /ages basod on patieny

R&mee Ranges

138-172 g
120-156 g/
41-50%
546%
3.8-10.8 x1091
1646 %
0-12%

02%

07%

40-75 %

130-400 x1091

4-30 mgfdis
0.7-1.88
0-1.3 mg/dId
0-42 UN
048U/
20-125Un
60-181 ng/dl

45125 megidl

04-55 miUN

95-108 mmol)
3.5-5.3 mmol
135-146 mmolN

APPEARS THIS WAY
OM oRipinAL

APPEARS THIS Way
OH ORIGINAL

——



TABLE 8.1.5.2.2:

CRITERIA FOR IDENTIFYING LABORATORY VALUES

OF POTENTIAL CLINICAL CONCERN (STUDIES 487)

Variable Flapred values
| Hematol,
Hemoplobin - Male <115¢gn
Hemoglobin - Female <95
Hemutoerit - Male <%
Hematocrit - Female <32 6%

[ WBC <28 or >16.0 X109/
Noutrophils <15%
Lymphocyies > 75%

Monocyres > 15%

} Basophils > 105%

| Eosinophiis >10%

-Platejets <75 or > 700 x109/
Bands > 10%

Scgmented Neutrophils < 15%

"1 RBC - Male >8x101211

. RBC - Female >10x10121
Clinical Chemistry
BUN > 10.71 mmol/l

LSerum creatinine > 176.8 mcmol/)
Totwal bilirubin > 34.2 memol/]
SGOT (AST) >150Un

| SGPT (ALT) > 165 Un
Alkalire phosohatase > 390 Usi
Touwl! protein <45 or> 100 pA
Globulin < 10 o/l
Albumin <25 pfl
T3 (Towud) <1.3>2.84 nmol/}
T4 (Touwal) - <5791 > 160.87 nmol}
Chloride < 90 >118 mmol1
Potassivm < 1> 6 mmoll
Sodium < 126 > 156 mmol/l

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS viay
OK ORIGINAL

G0




TABLE 8.1.5.3.1.1: PROPORTIONS OF PATIENTS EXPERIENCING
POTENTIALLY CLINICALLY SIGNIFICANT CHANGES IN LABORATORY
VALUES (STUDIES 448 & 449)

Paroxetine CR Placebo
N Abnormal N Abnormal
# % # %
JHematocrit 212 1 <1% 211 1 <1%
TPotassium 212 1 <1% 210 0 0%
Platelets 212 1 <1% 211 1 <1%
TrsH 212 ., 2 <1% 211 2 <1%
TweC 212 1 <1% 211 0 0%
IWBC 212 3 1% 211 0 0%

TABLE 8.1.5.3.1.2:

PROPORTIONS OF PATIENTS EXPERIENCING

POTENTIALLY CLINICALLY SIGNIFICANT'CHANGES IN LABORATORY
VALUES (STUDY 487)

Paroxetine CR Placebo
N Abnormal N Abnormal
# % # %
TALT 104 2 2% 109 0 0%
TasT 104 3 3% 109 0 0%
TBUN 104 2 2% 109 2 2%
TEosinophils 104 3 3% 109 1 <1%
{Hematocrit 104 4 4% 109 2 2%
JHemoglobin ™~ 104 2 2% 109 0 0%
TLymphocytes 104 1 1% 109 0 0%
TMonocytes 104 2 2% 109 0 -|-.0%
TTsH 104 2 2% 109 0 0%
TT. Bilirubin 104 1 1% 109 1 <1%
TwBC 104 1 1% 109 0 0%
dwBc 104 1 1% 109 0 0%

APPEARS THIS way




TABLE SERIES 8.1.5.3.2

VITAL SIGN MEASUREMENTS OF POTENTIAL CLINICAL CONCERN
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Table Series 8.1.5.3.2: Proportions of Patients with Potentially Clinically Significant

Changes in Vital Sign Measures (Studies 448 and 449)

giceing Dlancolie BP {tmAp)

-------------- R e M R e e cm s Cccrcro e cms e e

Treatment groups PAROXETINE CR | PAROXBTINE IR | PLACERC
-———---Q---..-—’w—-—~-..--——---Q——-.----—------
B Lo« ]k 1 a8 | v | »

q--—&--~'-..---~Q-------.-------Q--o...-.---..--

2) 0.9} 3 0.9] 3| 1.4

High i

--------- n-.-.p-.-oo.--cnnnnnannnnunn-<.---‘------.‘_,..---'----- edecccraclrmcaccnduanwen=

Low | ] 1.3{ 2| 0.9] 2| 0.9

AN AUNDSEN S e neccnecacnns LE 2T T LT TN T T Pmmamme - Pomamemn P o mrs e s fusman ua Surrosvnnemanass

Significent Increase 1 4| 1.9} 3] 3.4) 2i 0.9

--------- CEhorenssARSeNN tNasprneanes e ea qa----‘---‘—--‘-._-----"nn--'--.--.-‘--Q----.-.‘.'.-'--

Signiticant pacroase | 14 8.1} 13 6.2} 111 6.2 )

iatuiehdeiad il l D et DD T O P D P R .-...---~o-‘..--._g’n-.----’-------.d-u---..------0 -

Bunber with Assessment | 212} 100.0} 27| 100.0% 2:1} 109.¢
cmegomanet

--.ot-0---0--“_-----:..--.--.‘q.----nll‘-.
98.6| 233 190.0

O‘....-‘.h--.--—.----.D..-..'--- saman

Rusbez with Base and Post-base Assessment | . 211) 99,81 21¢)

----- e St eemes s rcat s asca s e emr s s ancmamamas P L T P

Rey

Hign - geantar thay 105smaMy

Low - fess than 30wmig

Significant Incrensa - increase of Mmilg or more. 2tom bascline

Signiticant Lecreage - decrense 0% 2CscmHq or morp from basellne

Nurter with Assexsment - number of pationta who had a sisting disatslic bleod pressure rapsuremens at any tine

APPEARS THIS Viny
ON ORIGINAL

Ad0) 3141SS0d 1539
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Table Series 8.1.5.3.2: Proportions of Patients with Potentially Clinically

Changes in Vital Sign Measures (Studies 448 and 449)

Siteing Systolie np (nmfg)

Treatment Groups PAROXRTINE CR | PAROXETIKB IR | FLACRRO
. mwrecgrasscanand cow drccnccvennmwonew

LR I D A 2 I T I Y
bbb d St T T T Y P Shovavne LA A EE R L E LY LT R ILE Ll T O W
High { 1} e.5) oj 0.0 1" 0.9
intatababada b de Lo T U R e c—n - L L T ponmecwan [ B T P frocuns L LB LT T
Low { 6l 0.0} 1) 1.8] 3) 1.4
Sewemmesacson, Anmamanconsnscvenason LG LT T T TR Y TR T T Ry e (AR AL 4L E LEY T LT RY Y ¥ rptapaenn
Signlficant Increase | 1] 0.5) 3 1.4 1 0.5
Sehenonsscsseungucanane i el ikt it L N g P O (AR R DD T L XY Y Oy
Signiticant Decreage | ] 4.3] 3 1.4| 9| 4.7
inttiadettdab L LT R Y R vy * -d --o--.----b-------‘--o.-..-Q--—o---
Rumbor with Assessment | 212| aco.¢f 217 1092.0| 211] 100.0
bttt L S DL L L L D LT LT Y L DRt LT T QU S pomemeacm ....-.—.'
Number with Base and Posc-baso Assessment | 211]  99.5: 214 98,6 211| 1%0.0}

i el L R L VI SRS Adaswasstcsnsnnancane

tey
High - greater tRan 180wy
Low - less than %0maNg

Bignificant Increese - increase cf 4Camity or moze from baseline
significant Docrease - @dacrazse of 3CmrHy or mays fromw basclire

Wunber with Assesaxent - pumber of patients xho had a sitcing systolic biocd prassure measurement ot any time

4

\

APPEARS THIS WAY
ON ORIGINAL

Significant

Ad09 3141SS0d 1539




Table Series 8.1.5.3.2: Proportions of Patients with Potentially
Changes in Vital Sign Measures (Studies 448 and

Sitting Pulee (teata per min)

e AScmmcans, anve e -————- S v e et e ccc e rr et camnancree e temcrcrnassaneticncnmneaa

Treatnent Groupg PAROXETINE CR | PAOXETINEZ [R | PLACESD

------L-~.—----’-------m.---———'-----.----—-—--

Ny N | a i 2 1
-------....---0..----..--- .. - '
High | 0| ¢.0| ] 0.0} o) 0.0

bow | s)  2.4) tf  e.sl 3 1.a

Cembs et vembdacan e
Sitmifieant Increase | 1| ¢.3) 1] 1.4} N },
------- .~-.---n.----.--..........---..-...-4----...4-..----4-------4---—---q..-.---o-------
Significant Decrease H 1) 2.4 1) 0.5} 1 e.s
SAvwsss Ctensncncamrschncccre e rran. Cascmmewa Cmber crcawa Perwam e~ [ T N Grvovauvwa 0--~-0--0---¢.--
Bunber with Assessment i 2121 100.0) 217} 100.0] 211| 100.0

- oo --.’------.O.---—--‘—-'- TeTAbemmccacs e riccnadana ->o-
Mumber with Base and Post-bose Anaesanent | 211 ye.s9 214 9n.5| 219] lco.¢

----------—-—.----..--.—-.-------. aw e B

Roy
High - gzeater than 120 npw
- lews thac 30 BEnc

Significant Increase - incroase of 30 AFN or nore frem boseline
Significant Decrease - decrease of 30 BIM or mora from baseline
Runber with Aesessmane - nunber of pati

)

APPEARS THIS WAY
ON ORIGINAL

449)

<ents who had a sitcing pulse rate measuroment ac asy ime

Clinically Significant




Table Series 8.1.5.3.2: Proportions of Patients with Potentially
' Changes in Vital Sign Measures (Studies 448 and

Welght f1bs)

.-----.--o-s---.---------—q-.-----.-o-----.-.--------.———--—--—-q -e bttt L L LT TR R

Treatment Grouvpe

-—-o--.-.-------...--.----n-..-.--------.

High

significant Decreaxe

bbb DL T LT Y T

Humber with Aspessuant

tumber with Bsse and Post-base Assuasment

il bbb ol g LT PR U remccccsa

Key

Higk - not relevant

Low - not relevant

Bignificant Increose - increase of 7%

8igniticant Decreanc - dacroase of 7%

Nunber with Assessment ~ nurbexr of pat

Nt T LY T ..--..,..-.-.--.‘---..--.-h-----...--..-‘--.--.-'..----.

PARDXETINE CR | PAROXETINR IR | PLACEBO

,.o-.L-----.--n-‘o----Qawau.---.'.‘.-.....--.---

raltlslslnlh

-.A---.‘..(n--—---‘---n~.-.-~.---.‘.-.---_‘——.-.-.

0.9}

! 8]

D S T hAddd T LT R Y el S -
| 9 4. s 2.3} PR
-.'--..---’--n...-¢---".-~. teems Gne e cmeer yaae

160.0)  217] 100.0f 2110 :ea.0

{ 211]  99.5| 14| 98.6| 211 100.0

bkttt £ S LT T T D S L L LT i

or more from tacoline
6r more from baselind
lente «ho had theie welght measuvred ac any tine

APPEARS THIS WAY
ON ORIGINAL

Clinically Significant
449)




~

r ot
m ¢ . h.

Table Series 8.1.5.3.2: Proportions of Patients with Potentially Clinically Significant
Changes in Vital Sign Measures (Study 487)

8itting Systolic B? (mmig)
%reatmant Groups ' PAROXRTINR CR | PARCXETLNE IR |  PLACR3OQ
..-—oann----—a-’—--—w--—‘n----o‘------u.on..---

i R I 8 | B Ly | n | 4
a-a..‘-.-.—--—--—--.-..--------o---.--.—--.‘————--~f—------Q----.--Qo---.- +
Righ

, I 11 1.0| al a9 1l 0.9
--.--.--.----o.-------.------.-..----.--.-4-----.-0---.---+‘------’
Lo

-

.............. demvmpnas
| o] 0.0 1 o.9) 1l  o.9
Shscavsann csvaananew .------Q----.--Q--u----&.------Q------4--—--..-'--..
Bignitlcant Ineroase | ¢l . 3.8 2 1,9] 3 a.s
—-mas —m mmmcence s amen e e ea Senmovem Secanuan Prmsvcorfuvnsns cdesnmssabomcmane
Bignificsnt Daccease j | 19} 18.3] w4 17.0) 2] 20.6|°
..-..-.-.-------.--.-----—-—----.---------Q-------Q—.-----0-.-.-

--’--..-.-4.—-----0.---..

104} 100,0) 10s] 100.0| 109] 100.0

-.----.-..---.----Q----.-a‘.------L-------Q-.-u.-q.----
|tunder with Bana and Post-base Assessment l 1044

Nuaber wich Assoassent ' {

Seavereecaonee vt caene anwa

vsetoane s

100.0)  106] 100.0f 107} 98.2

CEARE R R T L LT R I

L R e T o S,

REEETE L L T C U

Roy
High - greater than 380restly
low - less than 90mmily

i
Significant Incresgte - incroage o 40mnEQ or more from raselina

Significant Decreasae - Gearease of 30-m¥q or nore from baseline
Numbez with Amsosswant - aumber of patiens

@ who had a airting mystotic blood pzcasure nusscremont at any timm
e
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Table Series 8.1.5.3.2: Proportions of Patients with Potentially Clinically Significant
Changes in Vital Sign Measures (Study 487)

i

Standing Bystolic BF (=x¥g) .

S S N e s e m et s a s nrm e rrm e e caacun ner mr At e .. mmmae—. e CmaGceNtYTcca s amaeRr e e Y -
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i’ ------ oAt tennebasancnansa ”"""""“"""""‘"“"""“l
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---------------------- dadda el L D L L T I LT -----L-------4—------0-.-----o---.--.
Low ] 2] 1.9 0! 0.0] ] 3.7
asse o-o-.~‘--.-..‘-------‘----——-‘-----—~¢---~o--4—------0---1-.--

Significant Inccosse ] 2 1.9} 2] 1.9] 2| 1.9
recccernccemanrcuan s n e ressmcccecmccneeaee demcrame trecan-s P mccace dmcccccntee mtcn pouanan =
Significant Docroace | 23|  22.1) 2] 17.9) 15| 4.0
el et L T X L X Y pipipppuy a...q-Q---—---Q----n--&.--.o--‘------.‘ ------- doonanane
Rmber with Assessment | 104 100.0{ = 108] 100.0| 109| 100.¢

SRNASdbanacanancnrmevsanaa L focaman A LELLEIY Y ZETTE TR R ORpioupuyl SRy -
mmber with Base and Post-basa Asmammment | 104| 100.0) 108 :00.90| 107 98,2,

Key

High - greater than 180mmilg

Low - less thaan 90meilp

Significart Incroses - increase of 40mmia o= more ‘rom baseline

8ignificant Decrease - dacrease of 30vmig or more frem baceline -

Nomber wich Assesamont - aumber of patiernts who had a filtirg. systolic blood pressure xessucemant at sy time

i
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Table Series 8.1.5.3.2: Proportions of Patients with Potentially Clinically Significant
Changes in Vital Sign Measures (Study 487)

Bitting Diastolic 8P (mriig)

D e e e e e e et e tem s nabt et cdatecneccemmecccccccmecae cae ome o Cmnemen o srmamowe
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it b AL L AL L DL LR R R D Tt AU R DR S rrecprrrctcntocccccnfoccanaa Pesnnmee
Low | 4| 3.3} S| 4.7y ]| 0.0
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Significant Incroase | 0 e.o0f 1 0.9 0| 0.0
o-----------------a-.-------'----.-og...----4-------—0------—o-------A----.--'.-.-.--&.------
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Key

fliigh « greater than 105sily

Low - less than S0mnilg

Significant Increase - increase of 03nkg or more from baselica

8igalficant Decreasq - decresse of 20cailg or more fyom daselinn

Moder with Assessmenz - nuxbar of pationts who hod & aiiving diastolic Ylond prossure nessurement at aay ciwe
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Table Series 8.1.5.3.2: Proportions of Patients with Potentially Clinically Significant
Changes in Vital Sign Measures (Study 487)

ftanding Dioscolic Bp (i)

Mk R X LT v, S srr s s st rcane: v, -

, PAROXETINE CR | PAROXETIN® IR | PLACERO
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t
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1 TREX] 3 a8t - 1) oy

. .i----...‘----~-.¢-----.-;--...-.4--.----
Low | 2

1.9) TR KT o] o.0
--------------- e -------‘-.-u--.--.-—-_- rrefmmmac b mmnme o trrtamna frecticncguense e
Significant Inereass | ] 3.8 1) 0.8 0} 0.9
-..4--n-..-‘---.-..¢~..----¢.‘
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--u.-“.—---..-.--“.-.------.--- cemccsaee

1} 9.8 12; 1.2
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.--—.---‘----.-------9----~“m.-..g..-..-

emecdas e .qum
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Rey

High - prester than 105mm31g

low - less than S0meHg

Significant Increase - ircrease of 10xwiy or more {ron banoltae
8ignificant Cecrsuse - Gecreass of 20mnlig or more Izom baselinn

Murber with Assessment = number ot patients who had a #iczing diestolie bdlood Pressuro seasurarant aL any time
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Series 8.1.5.3.2: Proportions of Patients with PoterJtially Clinically Significant:
Changes in Vital Sign Measures (Study 487)

Table

sicting Pulse (beats pex min)

- e SmAnem e tE LR at s An . cane Fe AN e
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LOw ~ less than 30 PPN
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*vts s sssnmcusassnascouacsan
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Table Series 8.1.5.3.2: Proportions of Patients with Potentially Clinically Significant

Changes in Vital Sign Measures (Study 487)

Waight (kg}
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High - not relevant
Low - not relavant
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